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(57) Abstract 

The T cell epitope site on a Japanese cypress {htnoki ) pollen allergen molecule has been identified by stimulating a T cell line 
established from a patient suffering from Japanese cypress pollen allergy with an overlap peptide covering the primary structure of the 
Japanese cypress pollen allergen. The peptide is useful in the immunotherapy or diagnosis of spring tree pollinoses including Japanese 
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/HI13) hfcfc. Z^pfrcTDr * Vfi££|&^T7' ^ J miZW -:&LT^S.Z t (Cha 
o lC012#FI(7)Ala(iCJI-lT-(iSer, Cha o 1015#@©Asp(iCJI-l^{±Ala) . 3 

— r© rf i # & t y * {d wai £ ft -r x * x c7)T«^. f h - r a t y 

a* t> s r * j & ±\m <d mm ( m x «\ ^ m -ru kmc c «t s t« 

#|J StrSfciE <7) ^ t © vi!"J & ) £ ffl T *Jt & U T« U -t y' $ - £ TL itm iz T 
KJ.c^Tlllirdi^^^^/^T 7 ^ yfi81f[SI£fl!ia>7* 5. yfi^ic (399#bl(7)Thr&Valtc 

tii^frofe ft\ igEtfi^jiM: & ifn- r oift'v. uutmhn bfct ©sg£ r*« 

2fc £ (Ikagawa, S. et al.: J. Aller. Clin. Immunol. 97, 54~64, 1996) 0 £ 
fit, WLA^^XU&>T-<D^tt^9— l-2«©7 ^ y iSfc/TLT TRtfEWfc 
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(Matsushita, S. et al.: J. Exp. Med. 180: 877-883, 1994) Z\£Jy><b^ 
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£ h iz t *? ^ t , ?sc T^iisai t: h - r ^ r ^ k a. igEj/i^c l 

<St$OArg-ArgXteLys-Lys&h"<D 'J — lc <fc *J o&^T\ taJSitS/^Wdt- «t S 

r ^ F0^S'I : jI^*I)-J:A 3 t^i.o x . h;j T*raua^ t: b - r « N cry 

j 1 T«^t!h-r^r^K (f5^-^-8-502163-^i&ai) #V/Xfci:Cry j 2 T0I 

^^giyjcDTWdi^ t: l — ? v - 7"-?- K te\ t y *cW®t u)if > xtt Mi 7u;i/y 

7^ K*^JO.lAtg/ml~lmg/mlft-T-* U < {i^Jl~300^g/BUllx., Ufc& 
, [ :, H] =f- \ iSXD U >sU&^(DW^&foZiZm'ALLm\\\-?Z>Z- tlzX rtitf) 
ItiO^mtftiimtteZo Xs *:5fEI!ll«Tiliait l-T'^T'f HliTiKilfili, Tflll 

naiiWixtt^n^oai^Mfc-y-* .if- fiifi t" s co & m ^ s c t & -e £ s <> 
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y =?- Y £ n - K 1" 3 ffi^J £ W f £ 4&g£T* SRfcft L £ ?&' & * M L 

{^ffll-Sif^tt, ^±,sr£U5 S&'h&^flk m^ftl^A^-tfT&iilj-f £ 

c t we # s o t y *mmT \s;if>t &L%f¥(Mz &&Mhm. z 

s ML )!X&. HP, c#A, ^«c^(DfgiM^^J?£*ffl^S3 h#T*^ J^l. 
tLTIi, i.Hft* £ «t S 4&ftfct, ^ a^^ K £ 1J£ -Vc WV/: I'i 0 . U £ U < (ifc'J 
1 >u g~ 30mg, $ 6 \z U £ L < ^J20 // g~ 1 Omg £ & "T £ o 

[5| i fcju t y Jr^)7i/;^/ >Cha o ltci&u- 5T«x f h — y^y^ h ^r/ 

-"i a* r-/- k 'n'M&fcm* >]< -r o 

121 2 12, Cha o IcM-m-v -y 7'^7"f h ( # 1-1 — #1-28) ^^to 

EI3fci\ Cha o 1GD* — v <v y^y?- Y ( # l-29~# 1-35) S^to 

EI4tt. Cha o lc7)T«^t:' h — r^tr-^r^- K&^-To 

5 i±. fcy *teJ0}TU;utf>Cha o 2(z*iltST*|l|jrd^-t: F-7X7f K^rj 

Cha o ZO)-t-r\-^ >y y^y^ Y ( #2-1 — # 1-27) §/Bto 
07iis Cha o 2<3D"^" — yy^y^f- Y ( #2-28- # 1-51 ) ^/j;to 

1*18(2, Cha o 2cDT«:nt: -r&2rir ••srf h'^^to 

?g HJJ & 'JjOfc -f 5 *ft <P A CD Jfcfg 
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by *mB7U)lf >Cha o 1 (H*«^ : 1 ) BiUCha o 2 m&m^ : 2) 

(Dyt — ^—^^y^y^-Y (#1-35 (fti*WJ-37) &tJf#2-51 (lESW^ 1 : 88) 
(± 14?£ it) £ N K£-$»SSM-8 (&bftMWm) &m^X. Fmoc^T-^tfcb 

tzo -t—.n — ^ vy'^7°9- Kteu Cha o l7?fcfc35M*rt (1*1 1 /("k^Wv : 3~37) 
, Cha o 2X&5mmx&-?fc ( [*l 5 /ffi^WJ- : 38-88) „ ftf& Lfc^T^- K(i 

Jil±-C*)ofco MSWfctLASERMAT 2000 (Finnigan MAT Ltd.) X^ti^'tKD^-f 

[ 'Mt&M 2 ] wx. * > ^ ?(D*Lmffix<D>%m 

t y ^r^H;^^^— SCha o l^cDNAXttCha o 2cDcDNAft^ p — >{b£ 
nt^S^^^ KDNA (OTlf-6-335089U) <^ PCRtC «fc 0 cDNAfciftfei I, * 

mzmw&<D&m&wr£tt ';- l ;t o c ©dnahu"^* t * ^ ^ > * > ^ ^ 

2S32^ ?-pQE9tC:tfiAU A/mmM15(pREP4)WB?ate^^fjo/io ^>bv'J 

r* lb T* fifedS L o ^ *U * > ^ ^7 (2 N i -NTA T H D - X Mlt'l: *7A«Lf;o 

Cha o Uzmt ZTMKd^ 4 xnffixf.&tiVD&olz Utfrofco IIP*., 1 9£.c7) 
Ala STAT ( Fl ADPC=3 — # U - v 3 > ) Xfct CAP-EAST (77ib7->7) b y ^KJf4: 
^^•cDAfr'jJfntb* 'J >^£fc£7 ^ 7J— (Ficoll-Paque) it 
M^T#«lfUfco CKDUWSJt (2x 10 fi fl.M) £2ml©fnj--;&#<7)« (10%) Xfci 
b hAB^ifuvf'i (20%. mWM\iti) v^/J[]RPMI1640mm (GIBCO^h) tcSMU AW'I 
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■r^r^-KiS^ (0.01-1//M) h it-i^A^b- b .kT*3~10[]fmtftiSL£: (3 
7°C, C0 2 -T >dpa^-^- TABAItt) o Cha o l$iM£SttT^t$fc£n£T« 
^gl^MT-r-fitl^T-^fetKV^TSU/mlCOlL^ (-<-'J >*'-7>;^ Aft) £$d£An 
U -HftJ£HL/io ggf3^«D{i20U/mlcDIL-2. 10%X(±20% h h AB^Jfii^AnRP 
MI1640J&lfeT45E]tftJ&££8l L&^e^JlOBfHl^il U «IU:T»7 -f >0)# 

K&&m^fc'&. --ift&mi&MtF-^tzo %tc, cha o 2izm-f zmm^ j ><dw 

ifimtfc'MVdt. bTEB^-f (Epstein-Barr virus, EBV) £B'Jw*£JUz!& 
F7>77^-^-y3>^^l^:^tfe 'J W^iifcfJBWdtffc (B«£k 
) £W5/;U4iJI]L/io BP*k *-rEBV^.'j£B-95-8«l!llia (^-^E-t-v K ATCC CRL1 
612) *«{bO->Mi?1 (FCS. GIBCOII;^) 20%^JURPMI1640i&ifeT-if5^ U 
-€<£>i« 1.^^0.22//mMtS/fJ7 -y T**>jfi& U -80°C-^il!*AfM# Lfco 

t/^rlt^nlMs#«U (2xl0 6 fl?i]) IZEBVifclml MlX^CT 30#i&&<* H± 

to EBVr#-^«^2[r.l^m^, ^OD^-'Jy (-9-> K^i'h'i) ii^iSJj£200ng/ 
ml»20% FCS-RPMI1640J#JfeT-^J20B \imm Lfco «i^*n^]nM-eSf^T £ 5 «£ 
?f3&o£f£ti20% FCS-RPM1 1640J#J1tlT£ ^ tc^J20 i mSMJie U ^©^tti/fl-f 
£ £ T* Wig & b Ac o 

[^M60>J 5 ] T«Bfla J- E h - ^ y"^¥(D M £ 
^M^J4Tm^.Ufci5^Bfflija«:&50//g/BlO-T^ h f> >C 
T-30^>M-rS*N Mtmmm (50gray) Istz'&s. RPMI1640^1tT?4["l»L£ 
o d©BWd&£96'A:7 , U— M-fM (10,000W^rn;i,) Cha o l&tfCha 

o 2(3P>l)LTM^^10^g/mlCDm^^^:)j[]^^o UMIftf LT tite^S: 
10//g/mlcDigaiffl^l])ian?ttiiii (SCW) , temmitt\0vg/m\<V5-^ y=FA V ■ -7)1 hi 
> X (Candida Albicans)^ (CA) , m$%'<&!&lug/m\(D ? U XTuberc 

uiinH/ijri (ppd) &/jn^.feo ) ^^f^B^iusstt^^v. ufcfnj -mxcDmm^ J > 
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(20,000fla/^^^) £^^MzMflb48[^J:g#f£0.5/zCi [ 3 H] 

) 4ffl^t*7^7^ji/^-±(;iM, jffflflartl3^»3i^snfc [ 3 H] 
Id & r#<£ v>^u-^>3>*^>^ — £ t $Rf] & U Jfo?* & fitl^. b o 

M&^>**Cha o lXfcfcCha o 2£^WJ^ig^^-f 3 - t 'Jt<Ate 

f^j 3 n'ffiAL^tiit imm ^ << > & ffl ^ t ±jb t mmn -t? & yt — ^ ; — ^ v y 

K OlSMJ^l/zM) iz^-TSTW^^ ><7)itt#iffcft£W;fco v 
r^- K i:^-?)T»7 -Y XDm#iJ&#© t : ^#m<&$b mn$Hgg&r>^ n <b 

£tz, #2-ll;fc«fc7J<#2-12<£>7K*"iJ»t'0) 1 yKSSibfe^WJ 
*U BWUf^ : 89. 90) izM^T 5T«2^ -< > (N=17) ^«^£sl^£o dft 

ec7)2o©^^-^ijcDT«*y^f I r fn:(i> ^ti^nT-^^JTO^^'1.6, 1.2, iwm 

Mfr'16%, 11%. E^j£Jfi8feA J 25.6, 13.2-e&ofc 0 CCDcfc^t;, *$Biyj©T*BI 
J- b b — zr^zr=f- Y fcJu -oXtttSOT ^ ./ fig #'£#4 UT* T$llj»Mr?it'l-:£: 
^tti)^ £ ^fztSW VM-f^z. t&fo&z. tw^gtifco 
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mm^,- : 1 

$m(D&£ : 354 

mmcDm •. y < j m 

Asp Asn Pro lie Asp Ser Cys Trp Arg Gly Asp Ala Asn Trp Asp Gin 

5 10 15 

Asn Arg Met Lys Leu Ala Asp Cys Ala Val Gly Phe Gly Ser Ser Ala 

20 25 30 

Met Gly Gly Lys Gly Gly Ala Phe Tyr Thr Val Thr Ser Ser Asp Asp 

35 40 45 

Asp Pro Val Asn Pro Ala Pro Gly Thr Leu Arg Tyr Gly Ala Thr Arg 

50 55 60 

Glu Arg Ser Leu Trp He lie Phe Ser Lys Asn Leu Asn He Lys Leu 
65 70 75 80 

Asn Met Pro Leu Tyr He Ala Gly Asn Lys Thr He Asp Gly Arg Gly 

85 90 95 

Ala Glu Val His He Gly Asn Gly Gly Pro Cys Leu Phe Met Arg Thr 

100 105 110 

Val Ser His Val He Leu His Gly Leu Asn He His Gly Cys Asn Thr 

115 120 125 

Ser Val Ser Gly Asn Val Leu He Ser Glu Ala Ser Gly Val Val Pro 

130 135 140 

Val His Ala Gin Asp Gly Asp Ala He Thr Met Arg Asn Val Thr Asp 
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145 150 155 160 

Val Trp He Asp His Asn Ser Leu Ser Asp Ser Ser Asp Gly Leu Val 

165 170 175 

Asp Val Thr Leu Ala Ser Thr Gly Val Thr He Ser Asn Asn His Phe 

180 185 190 

Phe Asn His His Lys Val Met Leu Leu Gly His Ser Asp He Tyr Ser 

195 200 205 

Asp Asp Lys Ser Met Lys Val Thr Val Ala Phe Asn Gin Phe Gly Pro 

210 215 220 

Asn Ala Gly Gin Arg Met Pro Arg Ala Arg Tyr Gly Leu He His Val 
225 230 235 240 

Ala Asn Asn Asn Tyr Asp Pro Trp Ser He Tyr Ala lie Gly Gly Ser 

245 250 255 

Ser Asn Pro Thr He Leu Ser Glu Gly Asn Ser Phe Thr Ala Pro Asn 

260 265 270 

Asp Ser Asp Lys Lys Glu Val Thr Arg Arg Val Gly Cys Glu Ser Pro 

275 280 285 

Ser Thr Cys Ala Asn Trp Val Trp Arg Ser Thr Gin Asp Ser Phe Asn 

290 295 300 

Asn Gly Ala Tyr Phe Val Ser Ser Gly Lys Asn Glu Gly Thr Asn He 
305 310 315 320 

Tyr Asn Asn Asn Glu Ala Phe Lys Val Glu Asn Gly Ser Ala Ala Pro 

325 330 335 

Gin Leu Thr Lys Asn Ala Gly Val Leu Thr Cys He Leu Ser Lys Pro 
340 345 350 

Cys Ser 
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m*m ^ 2 

@d*"'J<£>&£ : 514 

nm&m -. t \ ; m 
mm comm. $>^?m 

Met Gly Met Lys Phe Met Ala Ala Val Ala Phe Leu Ala Leu Gin Leu 

5 10 15 

He Val Met Ala Ala Ala Glu Asp Gin Ser Ala Gin He Met Leu Asp 

20 25 30 

Ser Asp He Glu Gin Tyr Leu Arg Ser Asn Arg Ser Leu Lys Lys Leu 

35 40 45 

Val His Ser Arg His Asp Ala Ala Thr Val Phe Asn Val Glu Gin Tyr 

50 55 60 

Gly Ala Val Gly Asp Gly Lys His Asp Ser Thr Glu Ala Phe Ala Thr 
65 70 75 80 

Thr Trp Asn Ala Ala Cys Lys Lys Ala Ser Ala Val Leu Leu Val Pro 

85 90 95 

Ala Asn Lys Lys Phe Phe Val Asn Asn Leu Val Phe Arg Gly Pro Cys 

100 105 110 

Gin Pro His Leu Ser Phe Lys Val Asp Gly Thr He Val Ala Gin Pro 

115 120 125 

Asp Pro Ala Arg Trp Lys Asn Ser Lys He Trp Leu Gin Phe Ala Gin 

130 135 140 

Leu Thr Asp Phe Asn Leu Met Gly Thr Gly Val He Asp Gly Gin Gly 
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145 150 155 160 

Gin Gin Trp Trp Ala Gly Gin Cys Lys Val Val Asn Gly Arg Thr Val 

165 170 175 

Cys Asn Asp Arg Asn Arg Pro Thr Ala lie Lys lie Asp Tyr Ser Lys 

180 185 190 

Ser Val Thr Val Lys Glu Leu Thr Leu Met Asn Ser Pro Glu Phe His 

195 200 205 

Leu Val Phe Gly Glu Cys Glu Gly Val Lys He Gin Gly Leu Lys He 

210 215 220 

Lys Ala Pro Arg Asp Ser Pro Asn Thr Asp Gly He Asp He Phe Ala 
225 230 235 240 

Ser Lys Arg Phe His He Glu Lys Cys Val He Gly Thr Gly Asp Asp 

245 250 255 

Cys He Ala lie Gly Thr Gly Ser Ser Asn He Thr He Lys Asp Leu 

260 265 270 

He Cys Gly Pro Gly His Gly He Ser He Gly Ser Leu Gly Arg Asp 

275 280 285 

Asn Ser Arg Ala Glu Val Ser His Val His Val Asn Arg Ala Lys Phe 

290 295 300 

He Asp Thr Gin Asn Gly Leu Arg He Lys Thr Trp Gin Gly Gly Ser 
305 310 315 320 

Gly Leu Ala Ser Tyr He Thr Tyr Glu Asn Val Glu Met He Asn Ser 

325 330 335 

Glu Asn Pro He Leu He Asn Gin Phe Tyr Cys Thr Ser Ala Ser Ala 

340 345 350 

Cys Gin Asn Gin Arg Ser Ala Val Gin lie Gin Gly Val Thr Tyr Lys 
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355 360 365 

Asn He His Gly Thr Ser Ala Thr Ala Ala Ala He Gin Leu Met Cys 

370 375 380 

Ser Asp Ser Val Pro Cys Thr Gly He Gin Leu Ser Asn Val Ser Leu 
385 390 395 400 

Lys Leu Thr Ser Gly Lys Pro Ala Ser Cys Val Asp Lys Asn Ala Arg 

405 410 415 

Gly Phe Tyr Ser Gly Arg Leu He Pro Thr Cys Lys Asn Leu Arg Pro 

420 425 430 

Gly Pro Ser Pro Lys Glu Phe Glu Leu Gin Gin Gin Pro Thr Thr Val 

435 440 445 

Met Asp Glu Asn Lys Gly Ala Cys Ala Lys Gly Asp Ser Thr Cys He 

450 455 460 

Ser Leu Ser Ser Ser Pro Pro Asn Cys Lys Asn Lys Cys Lys Gly Cys 
465 470 475 480 

Gin Pro Cys Lys Pro Lys Leu lie lie Val His Pro Asn Lys Pro Gin 

485 490 495 

Asp Tyr Tyr Pro Gin Lys Trp Val Cys Ser Cys His Asn Lys He Tyr 
500 505 510 

Asn Pro 



m9*m*f 3 

®W\<Dik£ : 20 
fUFHDW : T X ; fit 

h*D V- : mm 
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Asp Asn Pro He Asp Ser Cys Trp Arg Gly Asp Ala Asn Trp Asp Gin 

15 10 15 

Asn Arg Met Lys 
20 

: 4 

ftI*''J£>H£ : 20 

h p v— : mum 
mm 

Asp Ala Asn Trp Asp Gin Asn Arg Met Lys Leu Ala Asp Cys Ala Val 

15 10 15 

Gly Phe Gly Ser 
20 

mm*; : 5 

ftmo)&£ : 20 

mm (Dm rum 

Leu Ala Asp Cys Ala Val Gly Phe Gly Ser Ser Ala Met Gly Gly Lys 

15 10 15 

Gly Gly Ala Phe 
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20 

SC#j#*J : 6 
&mcD&£ : 20 

Ser Ala Met Gly Gly Lys Gly Gly Ala Phe Tyr Thr Val Thr Ser Ser 

15 10 15 

Asp Asp Asp Pro 
20 

BdJWU- : 7 
MPHDRZ : 20 

^'Dy- : vtiffiVl 

Tyr Thr Val Thr Ser Ser Asp Asp Asp Pro Val Asn Pro Ala Pro Gly 

15 10 15 

Thr Leu Arg Tyr 
20 

Bl!*WJ- : 8 

: 20 



WO 97/47648 



21 



PCT/JP97/02031 



h^Dy-: mm** 

Val Asn Pro Ala Pro Gly Thr Leu Arg Tyr Gly Ala Thr Arg Glu Arg 

15 10 15 

Ser Leu Trp He 
20 

fiWm - j : 9 
ffi&\<D&£ : 20 

Gly Ala Thr Arg Glu Arg Ser Leu Trp He He Phe Ser Lys Asn Leu 

15 10 15 

Asn He Lys Leu 
20 

: 1 0 
iI£'J©ii£ : 20 

h*-p : m.mM 
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lie Phe Ser Lys Asn Leu Asn He Lys Leu Asn Met Pro Leu Tyr He 

15 10 15 

Ala Gly Asn Lys 
20 

B2?'J« : 1 1 
nmcDM.^ : 20 

mncomm : ^-y°^ y 

Asn Met Pro Leu Tyr He Ala Gly Asn Lys Thr He Asp Gly Arg Gly 

15 10 15 

Ala Glu Val His 
20 

ffi!*WJ- : 1 2 

K^'JCD^^ : 20 

wmcDm : -r i j m 

Thr lie Asp Gly Arg Gly Ala Glu Val His He Gly Asn Gly Gly Pro 

15 10 15 

Cys Leu Phe Met 
20 
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ftE^WJ- : 1 3 
KJ3»J©-&£ : 20 

He Gly Asn Gly Gly Pro Cys Leu Phe Met Arg Thr Val Ser His Val 

15 10 15 

lie Leu His Gly 
20 

SB*U#*3- : 1 4 
Bd*U©&£ : 20 

Arg Thr Val Ser His Val He Leu His Gly Leu Asn He His Gly Cys 

15 10 15 

Asn Thr Ser Val 
20 

lilW<J : 1 5 
fiCtfJfl) 14 £ : 20 
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Leu Asn lie His Gly Cys Asn Thr Ser Val Ser Gly Asn Val Leu He 

15 10 15 

Ser Glu Ala Ser 
20 

: 1 6 

SB?'J£)££ : 20 

gmom : t \ ; m 

Ser Gly Asn Val Leu He Ser Glu Ala Ser Gly Val Val Pro Val His 

1 5 10 15 

Ala Gin Asp Gly 
20 

mm"-: : 1 7 

M&HD&Z : 20 

: t x ;m 

h^D is— : iftiRtf 

Gly Val Val Pro Val His Ala Gin Asp Gly Asp Ala He Thr Met Arg 
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15 10 15 

Asn Val Thr Asp 
20 

: 1 8 
BiI#J©fi£ : 20 

^•py- : mim 

SB#J 

Asp Ala He Thr Met Arg Asn Val Thr Asp Val Trp He Asp His Asn 

15 10 15 

Ser Leu Ser Asp 
20 

mm>} : 1 9 
mncD^ : 20 
mmcom ■. Turn 

Val Trp He Asp His Asn Ser Leu Ser Asp Ser Ser Asp Gly Leu Val 

15 10 15 

Asp Val Thr Leu 
20 
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fimm^j : 2 o 

WL&HD&Z : 20 

Ser Ser Asp Gly Leu Val Asp Val Thr Leu Ala Ser Thr Gly Val Thr 

15 10 15 

I le Ser Asn Asn 
20 

m&m^ : 2 1 

%m<D&$ : 20 

$W\(DffiM{ : ^7°3~ K 
IB*1J 

Ala Ser Thr Gly Val Thr He Ser Asn Asn His Phe Phe Asn His His 

15 10 15 

Lys Val Met Leu 
20 

u&mn : 2 2 

f\m<D&£ : 20 
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His Phe Phe Asn His His Lys Val Met Leu Leu Gly His Ser Asp He 

15 10 15 

Tyr Ser Asp Asp 
20 

UnW) : 2 3 
MP]<D&£ : 20 

ftmw : y x j m 
h^D^- : mmix 

Mm 

Leu Gly His Ser Asp lie Tyr Ser Asp Asp Lys Ser Met Lys Val Thr 

15 10 15 

Val Ala Phe Asn 
20 

: 2 4 
ie?'J»M£ : 20 

h * □ v — : mnvt 
urn 

Lys Ser Met Lys Val Thr Val Ala Phe Asn Gin Phe Gly Pro Asn Ala 
15 10 15 



WO 97/47648 



PCT/JP97/02031 



28 

Gly Gin Arg Met 
20 

: 2 5 
la^'J^fi^ : 20 

Gin Phe Gly Pro Asn Ala Gly Gin Arg Met Pro Arg Ala Arg Tyr Gly 

15 10 15 

Leu He His Val 
20 

SI#J#^ : 2 6 
m&MD&g : 20 

Pro Arg Ala Arg Tyr Gly Leu He His Val Ala Asn Asn Asn Tyr Asp 

15 10 15 

Pro Trp Ser lie 
20 



ii#J#^ : 2 7 
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m&}(DM.£ : 20 

Ala Asn Asn Asn Tyr Asp Pro Trp Ser He Tyr Ala He Gly Gly Ser 

15 10 15 

Ser Asn Pro Thr 
20 

IE9»J#*f : 2 8 
H?'J©M£ : 20 

Tyr Ala He Gly Gly Ser Ser Asn Pro Thr lie Leu Ser Glu Gly Asn 

15 10 15 

Ser Phe Thr Ala 
20 

: 2 9 

lffi?iJcDM£ : 20 
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He Leu Ser Glu Gly Asn Ser Phe Thr Ala Pro Asn Asp Ser Asp Lys 

15 10 15 

Lys Glu Val Thr 
20 

: 3 0 

@e?tJ£H4£ : 20 

m&icDm : t ^ j m 

Pro Asn Asp Ser Asp Lys Lys Glu Val Thr Arg Arg Val Gly Cys Glu 

15 10 15 

Ser Pro Ser Thr 

20 

®M%t*5 : 3 1 
E*»J©J£i* : 20 

Arg Arg Val Gly Cys Glu Ser Pro Ser Thr Cys Ala Asn Trp Val Trp 

15 10 15 

Arg Ser Thr Gin 
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20 

mnm^ 3 2 

IB?iJ©fi£ : 20 

®m<Dm : 7 urn 

h#oi?- : IIW 
fi'd^'J 

Cys Ala Asn Trp Val Trp Arg Ser Thr Gin Asp Ser Phe Asn Asn Gly 

15 10 15 

Ala Tyr Phe Val 
20 

IB^J#^ : 3 3 
§W}CDM£ : 20 

h^p v- : n'il'ifi 

Asp Ser Phe Asn Asn Gly Ala Tyr Phe Val Ser Ser Gly Lys Asn Glu 

15 10 15 

Gly Thr Asn He 
20 

HS*«^ : 3 4 
S2?y©±i£ : 20 



WO 97/47648 



PCT/JP97/02031 



32 

Ser Ser Gly Lys Asn Glu Gly Thr Asn lie Tyr Asn Asn Asn Glu Ala 

15 10 15 

Phe Lys Val Glu 
20 

HBjaj*^ : 3 5 
B2#I©U£ : 20 

iE#i©s 7i ; m 

BiI*"U 

Tyr Asn Asn Asn Glu Ala Phe Lys Val Glu Asn Gly Ser Ala Ala Pro 

15 10 15 

Gin Leu Thr Lys 
20 

IS*'J#^- : 3 6 
fiB#J(DMc* : 20 

ffl,W\V>%L : 7 * y m 
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Asn Gly Ser Ala Ala Pro Gin Leu Thr Lys Asn Ala Gly Val Leu Thr 

15 10 15 

Cys lie Leu Ser 
20 

mvm^ : 3 7 

: 14 

®m(DW®. : Y 
12?<J 

Asn Ala Gly Val Leu Thr Cys He Leu Ser Lys Pro Cys Ser 
1 5 10 

IB5«-¥ : 3 8 
ftmcD&Z : 20 

mm 

Met Gly Met Lys Phe Met Ala Ala Val Ala Phe Leu Ala Leu Gin Leu 

15 10 15 

He Val Met Ala 
20 



: 3 9 
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H?'Jtf)££ : 20 

Phe Leu Ala Leu Gin Leu He Val Met Ala Ala Ala Glu Asp Gin Ser 

15 10 15 

Ala Gin He Met 
20 

&*U#-*i : 4 0 
iE?'J<DS£ : 20 

Ala Ala Glu Asp Gin Ser Ala Gin He Met Leu Asp Ser Asp He Glu 

15 10 15 

Gin Tyr Leu Arg 
20 

UnW-J : 4 1 
IS?'J<7)^:£ : 20 
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mm 

Leu Asp Ser Asp lie Glu Gin Tyr Leu Arg Ser Asn Arg Ser Leu Lys 

15 10 15 

Lys Leu Val His 
20 

El&m*} : 4 2 
SE?iJtf)ivk£ : 20 

v- : m?m 

IB CD MM : K 

mm 

Ser Asn Arg Ser Leu Lys Lys Leu Val His Ser Arg His Asp Ala Ala 

15 10 15 

Thr Val Phe Asn 
20 

Wi&mV : 4 3 
: 20 

mm 

Ser Arg His Asp Ala Ala Thr Val Phe Asn Val Glu Gin Tyr Gly Ala 

15 10 15 

Val Gly Asp Gly 
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20 
: 4 4 

Wm(D&£ : 20 

id m (D m m ■. ^y°^ k 

Val Glu Gin Tyr Gly Ala Val Gly Asp Gly Lys His Asp Ser Thr Glu 

1 5 10 15 

Ala Phe Ala Thr 
20 

®m&K : 4 5 
MWCDlkg : 20 

h^D v— : imm 

Lys His Asp Ser Thr Glu Ala Phe Ala Thr Thr Trp Asn Ala Ala Cys 

15 10 15 

Lys Lys Ala Ser 
20 

ffi^J*-j- : 4 6 
S^'JcDM£ : 20 
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mm 

Thr Trp Asn Ala Ala Cys Lys Lys Ala Ser Ala Val Leu Leu Val Pro 

15 10 15 

Ala Asn Lys Lys 
20 

fid*W; : 4 7 
®m(D&£ : 20 

mm<D*ii -.-rum 

^'Uy- : \iiMAk 

Ala Val Leu Leu Val Pro Ala Asn Lys Lys Phe Phe Val Asn Asn Leu 

15 10 15 

Val Phe Arg Gly 
20 

ffid^WJ- : 4 8 
nmo)\i$ : 20 
®m(DW : 7 X J ffi. 
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Phe Phe Val Asn Asn Leu Val Phe Arg Gly Pro Cys Gin Pro His Leu 

15 10 15 

Ser Phe Lys Val 
20 

mpm v 'j : 4 9 

BB9U©g£ : 20 

f\m<Dm : -rum 

Pro Cys Gin Pro His Leu Ser Phe Lys Val Asp Gly Thr lie Val Ala 

15 10 15 

Gin Pro Asp Pro 
20 

: 5 0 
SE^JCDS^ : 20 

wm 

Asp Gly Thr He Val Ala Gin Pro Asp Pro Ala Arg Trp Lys Asn Ser 

15 10 15 

Lys He Trp Leu 
20 
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: 5 1 

&&\<DM.£ : 20 

Ala Arg Trp Lys Asn Ser Lys He Trp Leu Gin Phe Ala Gin Leu Thr 

15 10 15 

Asp Phe Asn Leu 
20 

K?|J« : 5 2 
MW(D&£ : 20 

nmcom : 7 * ;m 

Gin Phe Ala Gin Leu Thr Asp Phe Asn Leu Met Gly Thr Gly Val He 

15 10 15 

Asp Gly Gin Gly 
20 

: 5 3 
&m<DU.£ : 20 

mwm : 7 urn 
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h^Py- : MmVt 

mm 

Met Gly Thr Gly Val He Asp Gly Gin Gly Gin Gin Trp Trp Ala Gly 

15 10 15 

Gin Cys Lys Val 
20 

&I?'J#^ : 5 4 
MP\(D&g : 20 
®m(D>M : 7' ~ y m 

Gin Gin Trp Trp Ala Gly Gin Cys Lys Val Val Asn Gly Arg Thr Val 

15 10 15 

Cys Asn Asp Arg 
20 

: 5 5 

BtJ**'J<Z>Sc* : 20 

nmwi : t \ j m 
ht^Dy- : [(mm 

urn 

Val Asn Gly Arg Thr Val Cys Asn Asp Arg Asn Arg Pro Thr Ala He 
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15 10 15 

Lys He Asp Tyr 
20 

mn&*5 : 5 6 

BB*Ua>^£ • 20 

Asn Arg Pro Thr Ala He Lys lie Asp Tyr Ser Lys Ser Val Thr Val 

15 10 15 

Lys Glu Leu Thr 
20 

mm* j : 5 7 

MWCD&Z : 20 

Ser Lys Ser Val Thr Val Lys Glu Leu Thr Leu Met Asn Ser Fro Glu 

15 10 15 

Phe His Leu Val 
20 



WO 97/47648 



PCT/JP97/02031 



42 

■ 5 8 

I2?ij<£>fi£ : 20 

Em (Dm ■. ;m 

Sd^J 

Leu Met Asn Ser Pro Glu Phe His Leu Val Phe Gly Glu Cys Glu Gly 

15 10 15 

Val Lys He Gin 
20 

mwm^- : 5 9 

mVi]<Dtk£ : 20 
M^\(Dm : T = SWl 
h *'D V— : ifilTW 

mm 

Phe Gly Glu Cys Glu Gly Val Lys lie Gin Gly Leu Lys lie Lys Ala 

15 10 15 

Pro Arg Asp Ser 
20 

fE*''J#'-7 : 6 0 

uno&z : 20 
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Gly Leu Lys He Lys Ala Pro Arg Asp Ser Pro Asn Thr Asp Gly He 

15 10 15 

Asp He Phe Ala 
20 

y- : 6 1 

t£M(0§k£ : 20 
Sd?'l 

Pro Asn Thr Asp Gly He Asp He Phe Ala Ser Lys Arg Phe His He 

15 10 15 

Glu Lys Cys Val 
20 

Bd*«*-j- : 6 2 
Hd*!l0)J*£ : 20 

id^wv! : t x j m 

id?'J<Wifti : Y 

Ser Lys Arg Phe His He Glu Lys Cys Val lie Gly Thr Gly Asp Asp 
1 5 10 15 
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Cys He Ala lie 
20 

mvm*} : 6 3 

ffi?'J<DJI£ : 20 
M*\(D*li : T X J m 

lie Gly Thr Gly Asp Asp Cys He Ala He Gly Thr Gly Ser Ser Asn 

15 10 15 

He Thr He Lys 
20 

St!<W-y : 6 4 
&W(DH£ : 20 

ewicdw. : t x ym 

Gly Thr Gly Ser Ser Asn He Thr He Lys Asp Leu He Cys Gly Pro 

15 10 15 

Gly His Gly He 
20 



ffi*'J#'<J- : 6 5 
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nmcD&z : 20 
mmcDm 

Asp Leu lie Cys Gly Pro Gly His Gly He Ser He Gly Ser Leu Gly 

15 10 15 

Arg Asp Asn Ser 
20 

mm -^j : 6 6 

%m<0&& : 20 

m,n<Dm •. t \ j m 

F^ny-: \tiffiW 

Ser He Gly Ser Leu Gly Arg Asp Asn Ser Arg Ala Glu Val Ser His 

15 10 15 

Val His Val Asn 
20 

: 6 7 
lfi^Jtf)M£ : 20 

pimwi : t i ym 

b-tfn is— : \i'i®m 
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mm 

Arg Ala Glu Val Ser His Val His Val Asn Arg Ala Lys Phe He Asp 

15 10 15 

Thr Gin Asn Gly 
20 

id V»-J- : 6 8 

nm<nii.$ : 20 

Arg Ala Lys Phe lie Asp Thr Gin Asn Gly Leu Arg lie Lys Thr Trp 

15 10 15 

Gin Gly Gly Ser 

20 

iiHWJ- : 6 9 
%&&\<D&£ : 20 
MWcom : 7 I Jffi 

$m<Dmm : k 

Leu Arg lie Lys Thr Trp Gin Gly Gly Ser Gly Leu Ala Ser Tyr He 

15 10 15 

Thr Tyr Glu Asn 
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20 

aj3W-J- : 7 0 
HE*ija>££ : 20 

fimwm : r * ;m 

fii£&l<DM%i : K 

Gly Leu Ala Ser Tyr He Thr Tyr Glu Asn Val Glu Met He Asn Ser 

15 10 15 

Glu Asn Pro He 
20 

ISW^J : 7 1 
Rd*'J<Z>M£ : 20 

Val Glu Met He Asn Ser Glu Asn Pro He Leu He Asn Gin Phe Tyr 

15 10 15 
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[^j the international application as originally Filed. 

| | the description, pages 

pages 
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the claims, 



pages 
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m , filed with the letter of 



, as originally filed, 

, as amended under Article 19, 
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, filed with the letter of 
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| | the drawings, 



sheets/fig 
sheets/fig 
sheets/fig 
sheets/fig 
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, filed with the demand, 
, filed with the letter of 
, filed with the letter of 



2. The amendments have resulted in the cancellation of: 

I 1 the description, pages 

1 1 the claims, Nos. 



1 1 the drawings, sheets/fig 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

1 1 the entire international application. 

EX] claims Nos. 7J0 

because; 



^7 the said international application, or the said claims Nos. 7, 10 



relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matters of claims 7 and 10 relate to a method of 
treatment of the human body by therapy, which does not require 
an international preliminary examination by this International 
Preliminary Examining Authority in accordance with PCT Article 
34(4) (a) (i) and PCT Rule 67.1(iv). 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningfulopinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported 
by the description that no meaningful opinion could be formed. 

[X] no international search report has been established for said claims Nos. 7, 10 . 
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2. Citations and explanations 

Document 1 [JP, 8-502163, A (Immunologic Pharmaceutical 
Corp.), 12 March, 1996 (12.03.96)] cited in the ISR discloses 
a peptide represented by CJI-26 (see Fig. 13). 
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